We appreciate and were excited to read the article by Li et al, 1 which evaluated the pharmacodynamics of clopidogrel in children to determine the dose of clopidogrel necessary to achieve a mean 30% to 50% inhibition of 5-mol/L ADP-induced platelet aggregation. We have concerns, however, about the authors' conclusion that a uniform clopidogrel dose of 0.2 mg · kg Ϫ1 · d Ϫ1 in children between 0 and 24 months of age produces levels of inhibition similar to those observed in adults receiving the standard clopidogrel dose of 75 mg/d.
To the Editor:
We appreciate and were excited to read the article by Li et al, 1 which evaluated the pharmacodynamics of clopidogrel in children to determine the dose of clopidogrel necessary to achieve a mean 30% to 50% inhibition of 5-mol/L ADP-induced platelet aggregation. We have concerns, however, about the authors' conclusion that a uniform clopidogrel dose of 0.2 mg · kg Ϫ1 · d Ϫ1 in children between 0 and 24 months of age produces levels of inhibition similar to those observed in adults receiving the standard clopidogrel dose of 75 mg/d.
The pharmacokinetic profile of clopidogrel is complex and has yet to be completely elucidated. However, clopidogrel is a known prodrug that undergoes activation by cytochrome P450, namely CYP3A4, to produce its antiplatelet effects. [2] [3] [4] The activity of CYP3A4 is highly variable in the first year of life. Lacroix and colleagues 5 reported CYP3A4 activity to be 8% of that seen in adults in the first 24 hours of life, 13% on days 1 to 7, 29% on days 8 to 28, 34% during the second and third month of life, 43% during months 3 through 12, and 108% of adult activity between the ages of 1 and 15 years.
In the Platelet Inhibition in Children On cLOpidogrel (PICOLO) trial, patients were stratified on the basis of age into 2 groups; this methodology, however, does not take into account developmental and pharmacokinetic differences present in the neonatal period and throughout infancy. Similarly, it raises the question of whether the method of patient stratification impacted the variability observed in the data presented in their Figure 2 . Clinical experience with clopidogrel has shown a need for higher doses of clopidogrel to achieve 30% to 50% inhibition of 5-mol/L ADP-induced platelet aggregation in the early years of life. The presentation of subset data, based on age, would be helpful in interpreting and understanding the variability in the data and its impact on the surrogate end points of inhibition of maximum extent and rate of platelet aggregation. It also seems reasonable to start with a dose based on this subset data and then check periodic platelet aggregation based on simple point-ofcare tests to confirm the 30% to 50% inhibition.
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